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1. 



(Cutrently Amended) A compound of fonnula (I) 




or a pharmaceutically acceptable salt or prodrug thereof^ wherein 
— IS absent or is_a single bond; 

Xi is selected from the group consisting of N and CR^NR^; 

X3 is selected from the group consistine of NR3 , and CR3 ; 

X4 is a bond^ or selected fro m-^- group conaiflting of M and CR4 i 

X5 is selected from the group consistine -ef-N andC ; 

pFOVid ed - tfaat at least one of Xj -r^^ay ^, and X ri^^ 

Zi is s eleet e d - from th e group consisting of O , NH, cmd S ; 

Z2 is a bond or s elc oted ^em - the group con s isting of NH aadrO; 

L is selected from the group consisting of alkenylene, alkylene^ alkynylene, 

-|-N N-^- 

cycloalkylene, — ^ , -(CH2)mO(CH2)T,^ and N(Ry), wherein tlae left end of 
-(CH2)mO(CH2)n- is attached to Z2 and the right end is attached to R9; 

m and n are each independently 01,-6; 

Ry is selected from the group consisting of hydrogen and alkyl; 

R], R3, R5, R^, and R7 are each independently selected from the group consisting 
of hydrogen, alkenyl^ alkoxy, alko3cyalk o3^alkoxyalkyl, alkoxycarbonyl, 
alkojtycarbonylalkyl, alkyl, alkylcarbonyl^ alkylcarbonylalkyl^ alkylcarbonyloxy, 
alkylthio, fdk} ' 'nyl, carboxy, ^afb ox}^alk)d, cyano, cyanoalkyl^ cycloalkyl, cycloalkylalkyl, 
foxtnyl, formylalkyl, h aloalkoxy, haloalkyl, haloalkylthio, halogen, hydroxy, 
hydroxyalkyl, mcrcapto, mgro apte alkyl, nitro, (CF^ )aPiQ)GT--NRAS(Q)aRB,- -S(0)20Ra, 
-S(0)2Rb, -NZaZb, (NZAZB)alkyl, (NZAZB)carbonyl, (NZAZB)carbonylalkyl and 
(NZAZB)suIfonyl, wherein Za and Zb are each independently selected from the group 
consisting of hydrogen, alkyl, alkylcarbonyl, formyl, aryl, and arylalkyl; 

R2 afidi4-are-eaGfeis independently selected from the group consisting of 
hydrogen, alkenyl, alkoxy, alkoxyalkoxy, alkoxyalkyl, alkoxycarbonyl, 
alkoxycarbonylalkyi, alkyl, alkylcarbonyl, alkylcarbonylalkyl, alkylcarbonyloxy, 
allcyltbio, allcyn ylycarboxy, carboxyalkyl, cyano, cyanoalkyl, cycloalkyl, cycloalkylalkyl, 
formyl, foE Ffty^^Hg)4rhaloaIkQxy^ haloalkyl, haloalkylthio, halogen, hydroxy^ 
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hydroxyalkyl, mercapto , mercaptoall^l, nitro^ (CF3 ) a(H0)C -, -NRaS(0)2Rb, -S(0)20Ra, | 
-S(0)2Rb, -NZaZb, (NZAZD)alkyl, (NZAZB)alkylcarbonyl, (NZAZD)carbonyl, 
(NZAZB)carbonylalkyl, and (NZAZnUsulfonvL (NgAZ B)C(-NH) , (hJZA Z B)C(^NCN)NH rT 
and (h[ZA ^B) G(^NH)NH -; 

Ra is selected from the group consisting of hydrogen and alkyl; 

Kb is selected firora the group consisting of alkyl, aiyl, and arylalkyl; 

Rga is selected from the group consisting of hydrogen and alkyl; 

Rsb is absent when X5 is N or Rgj, is selected from the group consisting of 
hydtogen, alkoxy, alkoxycarbonylalkyl, alkyl, alkylcarbonyloxy, alkylsulfonyloxy, 
halogen, and hydroxy when Xj is C; and 

R9 is selected from the group consisting of hydrogen, aiyl, cycloalkyl, and 
heterocycle. 

2-76. (Cancelled) 

77. (Cutrently Amended) The compound according to claim 1 wherein 
— is absent; 

XzisN; 

is a bond. 
Rgb is absent; 
L is alkylene; and 
R9 is aryL 

78. (Cancelled) 

79. (Currently Amended) The compound according to claim 77 wherein 

Ri, R55 Rfi and R7 are each hydrogen; and 

Rigijris^iibsent; 

Z| . is O; 

L - is alkylene; 

Rp is aryl wherein said aryl is phenyl optionally substituted with 1, 2, or 3 
substituents independently selected from the group consisting of alkoxy, alkyl, 
alkylsulfonyl, 2-azabicyclo[2.2.1]hept-2-yl, 8-a2abicyclo[3.2.1]oct-8-yl, 1-azepanyl, 
l azocanyl, cyano, haIoalkoxy> haloalkyl, haloalkylthio, halogen, methylenedioxy, 
4-morpholinyl, 2,6,-dimethyl-4-morpholinyl, phenyl, I-piperidinyl, 4-methyl-l- 
piperidinyl, pyridinyl, I-pyirolidinyl, 4-thiomorpholinyl, and -NZcZd; and 

Zc and Zd are independently selected from the group consisting of hydrogen and 

alkyl. 

80. (Original) The compound according to claim 79 selected from the group 
consisting of 

N-(3,4-dichlO]cobenzyl)-N'-lH-inda2ol-4-ylurea; 
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N- 1 H-indazol-4-yl-N'-[4-(l -piperidmyl)beiizyl]urea; 
N-[3-fluoro-4-(l -piperidinyl)benzyl]-N - lH-indazol-4-ylurea; 
N-1 H-mdazol-4-yl-N'-[4-(l -pyiTolidinyl)benzyl]iirea; 
N-[3-fluoro-4-(l-pyrrolidmyl)benzyl]-N'-lH-'indazoI-4-ylurea; 
N-[4-(l -azepanyl)beirzyl]-N'-l H-indazol-4-yliirea; 
N-[4-(l-'azepanyl)-3-fluorobenzyl]"N-lH-indazoM-y^^^ 
N-(l-methyI-lH-mdazol-4-yl)-N'-[4-(l-piperidinyl)benzyl]ur^ 
N-[3-fluoro-4-(l-piperidiayl)ben2yl]-N'-(l-me1hyl-lH-mdazoM 
N-(l-methyl"lH-mdazol-4-yl)-N'-[4-(l'pyrrolidinyi)bei^ 
N-[3-fluoro-4<l-pyrrolidinyl)beiizyl]-N'-(l-mefliyl-lH-te 
N-[4-{ 1 -azepanyl)ben2yl]-N 1 -methyl- 1 H-indazol-4-yl)ure<i; 
N-[4-( 1 -azepanyl)-3 -fluorobenzyl]-N '-(1 -methyl- 1 H-indazol-4-yl)iirea; 
methyl 4-({[(l-naplithylmethyl)amtao]cafbonyl) amino)- iH-indazole-l- 
carboxylate; 

methyl 4-( { [( 1 , 1 '-biphenyl-3 -y Imethy l)amino]carbonyl) amino)- 1 H-indazole- 1 - 
caiboxylate; 

methyl 4-({[(2-chlorobenzyl)amino]carbonyl}amino)-lH4nda^ 
methyl 4-[({[2-fluoro-5-(trifluoromethyl)benzyl]amino}carbonyl)amu^^^ 
indazole-l -carboxylate; 

N-(l,l'-biphenyl-3-ylmethyl)-N'"lH-inda5:ol-4-ylujrea; 

N-(2-chlorobenzyl)-N*- 1 H-indazol-4-ylur6a; 

N-[2-jBuorO"5-(trifluoromethyl)benzyl]-N'-lH-indazol-4-ylurea; 

N-[2-(2,4-dimethylphenyl)ethy]]-N'-lH-indazoI-4-ylijrea; 

N-[2-(3,4-dich]orophenyl)ethyll-N-lH-mdazol-4-ylurea; 

lS[_lH-ijtidazol-4-yl-N'-[2-(4-methylphenyl)ethyl]urea; 

]sf_[4_a2ep an- 1 -yl-3 -(trifliioromethyl)beiizy IJ-N*- 1 H-mdazol-4-ylurea; 

N-[4-azepan-l -yl-2-(trifliiorome1hyl)ben2yl]^ 

N-[4-(2-azabicyclo[2.2J]hept-2-yl)-2-(trifli3oromethyl)benzyl]-^^ 

ylurea; 

N-[4-(8-azabicyclo[32.l]oct-8-yl)-2-(trifluororaethyI)benzyl]-N'-lH^^ 

ylurea; 

N-[4-(8-azabicyclo [3.2. 1 ]oct-8-yl)-3-fluoroben2yl]-N'"lH-mda2ol-4-ylurea; 

N-(3 -chloro-4-azepaii- 1 -y Iben2yl)-N'- 1 H-mdazoI-4-yliirea; 

N_[(lS)-l.(4-bromophenyl)ethyI]-N'-lH-indazol-4-ylurca; 

N-(3 -bromo-4-fluorobenzyl)-N'-l H-indazol-4-ylurea; 

N-(2,4-dutiethylbenzyl)-N^- lH-inda20l-4-yliirea; 

N-(4-chlorobenzyl)-N^-lH-indazol-4-yltiiea; 

N-[3-fluorO'4-(trifluoromethyl)benzyl]-N-lH-inda201-4-ylure^ 

N" 1 H-indazol-4-yl-N -(4-meihy Ibenzy l)urea; 

N-lH-inda2ol-4-yl-N'-[3-(trifluoromethoxy)benzyl]urea; 

N-(3-chloro-4-fluoix)benzyl)-N'-l H-iiidazol-4-ylurea; 

N-(3,4-dimethylbenzyl)-N-lH-mdazol-4-y]urea; 

N-[3-fluoro-5<trifluoromethyl)beiizyl]-N'-lH-indazol-4-ylu^^ 

N-(2-cUoro-4-a2epaB-l-ylbenzyl)-N'-lH-indaxol-4-ylurea; 

N-(2,3-dichlorobeiizyl)-N'-lH-indazol-4-ylurea; 

N-lH-indazol-4-yl-N'-{4-[(trifluorometIiyl)th)0]benzyl}ujrea; 



4 

PAGE7/12'RCVDAT11/10120043:43:S8PM [Eastern SM^^ 



NOV. 10. 2004 2:47PM 



NO. 0941 P. 



N-lH-mdazol-4-yl-N'-[3-(trifliioromethyl)benzyl]urea; 
N-(3,5-difIuoro-4-azepan-l -'ylbeii2yl)-N'-l H-indazol-4-ylurea; 
N-[4-(8-a2abicyc]o[3,2J]oct-8-yl)-3,5"dffluoroben2yl]-N'-lH-mdazol^ 
N-(4-cMorobenzyl)'N'-(l -methyl- 1 H-indazol-4-yl)urea; 
N-[4-(8-azabicyclo[3 .2. 1 ]oct-8-yl)-2-chlorobenzylJ'-N - 1 H-indazoM-ylurea; 
methyl 4.[({[4-(8^azabicyclo[3.2J]oct-8-yl)-3- 
(trifluoromethyl)beiizyl]amino}carbonyl)ammo]-lH-m^ 

N-[4-(8-azabicyclo[3.2.1]oct-8-yl)-3-chlorobenzyl] N-lH-ind^ 
N-[4-(8-azabicydo[3,2J]oct-8-yl)benzyl]-N'4H^indazol-4-yto^ 
N-(44ert'butyIbenzyl)-N'-(l-me%l-lH-indazoM-yl)urea; 
N-P-fluoro-4-(ljifluoromethyl)beiizyl]-N"(l-methyl-lH-md^^ 
N-[4-chloro-3 -(trifluoromethyl)bei>2y -methyl- 1 H-indazol-4-yl)urea; 
N-(3,4-dichlorobentyl)-N'-(l-Troethyl-lH-indazoI-4-yl)iu:e^ 
N-(2,4-dichlorobenzy l)-N'-( 1 -methyl- 1 H-mda2X)l-4*yl)ui:iea; 
N-(4-ethylbeTX2yl)-N-(l-methyI-lH-indaaol-4-yl)iirea; 
N-(2-chlorobejizyI)-N -( 1 -mediy 1- 1 H-indazol-4-yl)urea; 
N-(4-fluorobenzyl)-N-(l-methyl-lH-indazol-4-yl)wea; 
N-(2-fluorobeii2yl)-N''(l -methyl-lH-indazol-4-yl)urea; 
N-[l-(4-bromophenyl)ethyl]-N'-(l-methyl4H-iiidazol-4-yl)urea; and 
N-( 1 -mcthyl-1 H-u[idazoi-4-yl)-N' - {4- [(iriflnoromeliiy^ 

81. (Currently Amended) The compound according to claim 77 wherein 
Rs^, Rj, R^, R<5 and R7 are each hydrogen; 

is absent; 

L is alkylene wherein the alkylene is -CH2-; 

R9 is aryl wherein said aryl is phenyl substituted with 2 substituents independently 
selected from the group consisting of (8-azabicyclop.2.1]oct-8-yl), trifluoromefliyl, and - 
CI; 

and 

R3 is selected from the group consisting of hydrogen and alkoxycarbonyL 

82. (Currendy Amended) The compound according to claim 77 wherein 
R«ji, Rj, R5, and R7 are each hydrogen; 

L is alkylene wherem the alkylene is -CH2-; 
R9 is aryl wherein said aryl is 4-(8-a2abicyclo[3.2,l]oct-8-yl)-3- 
(trifluoromethyl)phenyl; and 

R3 is selected fi-om the group consisting of hydrogen and alkoxycarbonyL 

83. (Cunently Amended) The compound according to claim 77 wherein 
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Rb Rs, and R? are each hydrogen; 
Z4 is O; 

L IS aJkylene wherein flie alkylene is -CH2-; 

R9 is aryl wherein said aryl is 2-ohloro-4-(8-azabicycIo[3.2.1]oct-8-yI)phenyl; and 
R3 is selected from the group consisting of hydrogen and alkoxycarbonyL 

84. (Original) The compound according to claim 8 1 selected firom the group 
consisting of 

N-[4-(8-azabicyclo[32J]oct.8-yl)-2-chlorobenzyl]-N'-lH-indazoW-ylurea 
N-[4-(8-a2abicyclo[3.2.1]oct.S"yl>3-(trifluoromethyl)ben^^ 

ylurea. 

85. (Currently Amended) The compound according to claim 77 wherein 

Ri, Rfi and R7 are each hydrogen; 
R5 is alkyl; and 

7 ^ ;o XT O. 
L ii3 allcylono; 

R9 is aryl wherein said aryl is phenyl optionally substituted with 1, 2, or 3 
snbstituents independently selected ftom the group consisting of alkoxy^ alkyl, 
alkylsulfonyl, 2-azabicyclo[2.2.1]hept-2-yl, 8-azabicyclo[3.2.1]oct-8-yI, 1-azepanyi, 
1-azocanyl, cyano, haloalkoxy, haloalkyl, haloalkylthio, halogeuj me^ylenedioxy, 
4-morpholinyl, 2,6,-dimethyl-4-morpholinyl, phenyl, l-piperidinyl, 4-methyl-l- 
piperidinyl, pyridinyl, l-pyrrolidinyl, 4-thiomorpholinyl, and -NZcZo; and 

Zc and Zd are independendy selected from the group consisting of hydrogen and 

alkyl 

86. (Original) The compound according to claim 85 selected from the group 
consisting of 

N-(44ert-butylbenzyl)-N'-(7-methyl-lH-indazol-4-yl)urea; 
N-(7-methyl-lH-indazol-4-yl)-N'-[4-(trifIuoromethyl)benzyl]urea; and 
N-(7-methyl-l H-indazol-4-yl)-N'- {4-[(trifluoromethyl)thio]benzyl}urea. 

87. (Currently Amended) The compound according to claim 77 wherein 
Ri, R5ii_R« and R? are each hydrogen; 

7-, ■> -KjU - 

K>J Jl TX X.^ 
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R9 is aryl wherein said aryl is selected from the group consisting of naphthyl and 

phenyl. 

88, (Original) The compound according to claim 87 selected from the group 
consisting of 

N- 1 H-indazol-4-yl-N*-( 1 -naphthy Imethy l)nrea; and 
N-lH-indazoM-yl-K-Ca-phenylpropyOurea. 

89. (Cuirently Amended) The compound according to claim 77 wherein 
Ri, Ry, Rs and R7 are each hydrogen; and 



L is alkylene; and 

R9 is heterocycle wherein said lieterocycle is pyridmyl optionally substituted with 
1 or 2 substititents independently selected from the group consisting of alkoxy, alkyl, 
alkylsulfonyl, 2-azabicyclo[2.2.1]hept-2-yl, 8-azabicyclo[3.2.1]oct-8-ylj l-azepaayl, 
1-azocanyU cyano, haloalkoxy, haloalkyl, haloalkylttiio, halogen, methylenedioxy, 
4-morpholinyl, 2,6,-dimethyl-4-morpholinyl, phenyl, l-piperidinyl, 4-methyl-l- 
piperidinyl, pyridinyl, l-pyrrolidinyl, 4-thiomorpholinyU and -NZcZd. 

90. (Original) The compound according to claim 89 that is N-lH-inda2ol-4-yl-N -{ [6- 
(trifluoromethyl)-3-pyfidinyl]methyl}urea. 

91 . (Currently Amended) The compound according to claim 77 wherein 

J IiJ X 1 ^ 



is heterocycle. 

92. (Currently Amended) The compound according to claim 77 wherein 
Ri, R5, R6 and R7 are each hydrogen; 

2i 1,0 ^JH^ 
Lis 



Za- isNH; 
Lis 



-f-N I 




; and 
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R9 is heterocycle wherein said heterocycle is pyridinyl optionally substituted with 
1 or 2 substitueuts independently selected from the group consisting of aikoxy, alkyl, 
alkylsulfonyl, 2-azabicyclo[22,l]hept-2-yl, 8-azabicyclo[3.2.1]oct-8-yl, 1-azepanyl, 
1-azocanyl, cyauo, haloalkoxy, haloalkyl, haloalkyltliio, halogen, methylenedioxy, 
4-morpholinyl, 2,6,-dimethyM-morpholinyl, phenyl, 1-pipcridinyl, 4-methyl-l- 
piperidinyl, pyridinyl, l-pyrrolidinyl, 4-thiomorpholinyl, and -NZcZd; and 

Zc and Zd are independently selected from the group consisting of hydrogen and 

alkyl. 

93. (Currently Amended) AThe compound according to claim 92 that is N-(I-methyl- | 
lH-indazol-4-yl)-4-[4-(trifluororaethyl)-2-pyridinyl]" 1 -piperazinecarboxamide. 

94. (Currently Amended) A pharmaceutical composition comprising a therapeutically 
effective amount of a compound of formula (I) as defined in claim L or a | 
pharmaceutically acceptable sah thereof, 

95. (Currently Amended) A method of treating a disorder wherein the disorder is 
ameliorated by inhibiting vanilloid receptor subtype 1 (VRl) recepto r, and wherein the 
disorder is selected from the group comprismg pain, bladder overactivity, urinary 
incontinence and inflammatory thermal hyperalgesia in a host mammal in need of such 
treatment comprising administering a therapeutically effective amount of a compound of 
formula (I) as defined in claim 1, o r a pharmaceutically acceptable salt thereof . | 

96. (Currently Aonended) A method of treating bladder overactivity in a host mamnnal 
in need of such treatment comprising administering a therapeutically effective amount of 

a compound of formula (I) as defined in claim 1 , or a pharmaceutically acceptable salt | 
thereof. 

97. (Cuirently Amended) A method of treating urinary incontinence in a host 
mammal in need of such treatment comprising administering a therapeutically effective 
amount of a compound of formula (I) as defined in claim 1 , or a pharmaceutically | 
acceptable salt thereof 

98. (New) A method of treating pain in a host mammal in need of such treatment 
comprising; administeriufi a therapeutically effective amount of a compoimd of formula 
(I) as defined in claim 1, or a pharmaceuticallv acceptable salt thereof. 

99- (Mew) A method of treatmg inflammatory thermal hyperalgesia in a host 
mammal in need of such treatment comprising administering a therapcuticallv effectiye 
amount of a compound of formula (I) as defmed in claim 1, or a pharmaceuticallv 
acceptable salt thereof. 
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